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DETAILED ACTION 

This application filed 06/19/2006 is a 371 of PCT/CN04/01418 12/06/2004 CHINA 200310123623.X 

12/19/2003 CHINA 20041 0044335.X 05/26/2004. 

Claims 1-22 are before the Examiner. 

Claim Rejections - 35 USC §112 

The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

Claims 1-22 rejected under 35 U.S.C. 112, second paragraph, as being indefinite for failing to particularly 

point out and distinctly claim the subject matter which applicant regards as the invention. 

The claims are generally narrative and indefinite, failing to conform to current U.S. practice. They appear 

to be a literal translation into English from a foreign document and are replete with grammatical and 

idiomatic errors. 

Base claim 1 states that 

the obtained crystal of 
Formula I is subjected to ring closure by dehydration to 
provide » *r*e— citalopram of Formula II , or citalopram is further 
conversed into citalopram salts-r 

wherein formula I is a diol intermediate (see below). 

Thus it appears that organic solid-state reactions are used for the dehydration reaction. However 
according to paragraph [0072] of the specification, the dehydration is performed using solution phase 
chemistry. 

Many of the claims are redundant, restate the technical information in the same claim, and 
inappropriately use technical terms such as 'alkali'. The claims and specification are replete with 
grammatical, typographical and technical errors rendering the claims vague and indefinite. 
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1. Claim Rejections - 35 USC § 112The following is a quotation of the first paragraph of 35 U.S.C. 
112: 

The specification shall contain a written description of the invention, and of the manner and 
process of making and using it, in such full, clear, concise, and exact terms as to enable any 
person skilled in the art to which it pertains, or with which it is most nearly connected, to make 
and use the same and shall set forth the best mode contemplated by the inventor of carrying out 
his invention. 

2. Claims 1 and dependent claims are rejected under 35 U.S.C. 112, first paragraph, as failing to 
comply with the written description requirement. The claim(s) contains subject matter which was not 
described in the specification in such a way as to reasonably convey to one skilled in the relevant art that 
the inventor(s), at the time the application was filed, had possession of the claimed invention. The claims 
are drawn to a process that involves solid-state organic chemistry. It is not seen where the specification 
teaches the dehydration reaction of solid crystalline diol intermediate. 

Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all obviousness rejections set 

forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as 
set forth in section 102 of this title, if the differences between the subject matter sought to be 
patented and the prior art are such that the subject matter as a whole would have been obvious 
at the time the invention was made to a person having ordinary skill in the art to which said 
subject matter pertains. Patentability shall not be negatived by the manner in which the invention 
was made. 

Claim 1-22 are rejected under 35 U.S.C. 103(a) as being unpatentable over prior art. 

The cyclization of purified diol (as well as resolved diol) to citalopram is taught by Bogeso et al. 
(US 4,650,884, column 5, Example 2). 

The difference is that in the prior art, the diol intermediate is purified in solution (see column 4, Example 
1) and the solution containing the diol is subjected to cyclization reaction, while in the instant case the diol 
is crystallized and the crystals are dissolved in a solvent and then the solution is subjected to cyclization. 
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The process of instant claims is drawn to purification by crystallization of the diol intermediate prior to 
subjecting it to cyclization reaction of Bogesso et al. Crystallization per se is a well known essential 
process in the practice of organic chemistry, See, Experimental Organic Chemistry, James F. Norris, 
Published 1924, page 3, "When an organic compound has been prepared it must be purified from the by- 
products which are formed at the same time. In the case of solid substances crystallization is ordinary 
used for this purpose....". One page 4 of this reference Norris lists the solvents that are commonly used 
in the crystallization processes. One skilled in the art, preparing to find methods of obtaining pure 
citalopram would be motivated to purify the precursor intermediate prior to subjecting it to any reaction for 
the preparation of citalopram, because it is well-known in the art that pure starting materials provide pure 
products. The instantly claimed crystallization method of Norris et al. would have been suggested. 

Claim 2- 22 are drawn to purification/crystallization of diol intermediates of varying enantiomeric excesses 
to provide diol intermediates of varying enantiomeric excesses. 

Claims 2 and 3 are rejected under 35 U.S.C. 103(a) as being unpatentable over Petersen et al. (WO 
2004/056754, International filing date 12.18.2003, US priority date 12.23.2002) further in view of Bogeso 
et al. (US 4,650,884, column 5, Example 2). 

Petersen et al. teaches the resolution of diol intermediates by precipitation to diol intermediates of various 
enantiomeric excesses, see pages 22-23). As indicated above Bogeso et al. (US 4,650,884, column 5, 
Example 2) teaches the cyclization reaction in a stereo-controlled manner. 

One skilled in the art attempting to prepare optically pure S-citalopram, would be motivated to resolve the 
intermediate diol (purified by crystallization, see above), to optical S-diol citalopram intermediate as 
taught by Petersen et al. or Bogeso et al. and subject the resolved optically pure S-diol isomer to 
cyclization reaction. 

A strong case of prima facie obviousness has been established. 
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Claim Rejections - 35 USC § 102 

The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that form the basis for the 
rejections under this section made in this Office action: 
A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or 
in public use or on sale in this country, more than one year prior to the date of application for 
patent in the United States. 

Claims 1-22 are rejected under 35 U.S.C. 102(b) as being anticipated by Li et al. (CN 15110024, 
STN Accession Number: 2005:519249; Document Number: 143:59681). 

Li et al teach "a process for the preparation of citalopram, a drug as antidepressant, and the preparation 
of its intermediate I [R1 = CN, halo, alkoxy, alkylaminocarbonyl; R2 = amino containing group, amino 
containing aryl or cyclic ring] comprising reacting a compound of formula II with a compound of formula 
XCOR2 (R1, R2 are defined as above) is disclosed. For example, reaction of II (R1 = CN) with 2- 
chloronicotinic acid gave I (R1 = CN, R2 = 2-chloropyridin-3-yl) in 80% yield. Optical resolution of I by 
salification of I with di-p-toluoyl-L-tartaric acid , followed by recrystn. and hydrolysis, provided (S)-ll. 
Cyclization of (S)-ll gave optical active (S)-citalopram". 

The processes of Li et al. and the processes of the instant claims are the same. 

Any inquiry concerning this communication or earlier communications from the examiner should 
be directed to Nizal S. Chandrakumar whose telephone number is 571-272-6202. The examiner can 
normally be reached on 8.30 am - 5 pm Monday- Friday. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's supervisor, Janet 
Andres can be reached at 571-272-0867 or Primary Examiner D. Margaret Seaman can be reached at 
571-272-0694. The fax phone number for the organization where this application or proceeding is 
assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the Patent Application 
Information Retrieval (PAIR) system. Status information for published applications may be obtained from 
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either Private PAIR or Public PAIR. Status information for unpublished applications is available through 
Private PAIR only. For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic Business Center (EBC) 
at 866-217-9197 (toll-free). If you would like assistance from a USPTO Customer Service Representative 
or access to the automated information system, call 800-786-9199 (IN USA OR CANADA) or 571-272- 
1000. 




Nizal S. Chandrakumar 




PRIMARY EXAMINER 



